


Report Title: Delayed Contact Hypersensitivity in Guinea —Pigs Modified by Ritz,
H. L. and Buehler, E. V. on E-2414.01(ECM BTS 930) according to P&G Protocol
No. C 4, June 1983.

Test Type: Delayed Contact Hypersensitivity

Conducting Laboratory and Location: International Bio-Research Europe

Test Substance(s): #E2414.01 — 1% Octopirox in shampoo. Undiluted material used for
testing.

Species: Guinea pig

# of Animals:

Test Conditions: Modified Buehler method. 0.3 ml applied in Hill Top Chambers at 25,
50, 75 and 100% in preliminary study to find highest non-irritating concentration. In the

main study, 50% tested.

Results: Preliminary study showed slight to moderate erythema at 100% and 75%. No
evidence of delayed contact hypersensitivity in main studied tested at 50%.

Study #: IBRE-1-3-599-84; IBRE-1-3-600-84
Report Date: 10/19/84

Accession #: 31973
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“«3 - Z-5-508.3% IBRA

It was the cbjective of thiy study to dsteradne shather *E-2514.01*
(20K BY3 930) muses delsysd contact hyparsmeitivity o geinea-pige
uwnder osoluded ccaditicns.

PFor the perforsanos of this study the Procter & Camdle protosal zo. C 8
{iazuo date June 15, 1983) sas followed.
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The inwastigation e dedayed Somtact hyperssmaitivity wes doas in 2
groups ol male and fenale goinsa-pigs.

All aigos of srythema snd adexa Wt recorded after a 3-wesk in-
duction pariod a4y & primary challanga two wweks latar.

The preliminary atudy showed alipght to moderats ecytitesm (100 £ a2 75 $).

On =1 snlmsls oo algns of erythoms and ademe were obmarynd.

Aonording to the sethod modified by RIS, H. L., and Buehler, E. ¥,,
ths test subatanoe "2-2814.0t* {ReM PTS 930) is sonzidsrad to oxcas
no delayed contact hyperseusitivity.
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We, the wndarsigned, dereby &olare that the work wms performed
under cur supervision sod aseardiag to the prooedure herein desoribed.

The deporibed syaptoms, findings and dats corrsapend to the results

obtained.
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R
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Dr. &, Y. Sherner

Pactitiorarst fOr
Frarmakalegle u. Toxikologie

Expart agrés
sharzacologoe, toxioolagus

Pashtisarst fir
Rlin. laboretoriumsdiagnoatik

fechtierarzt fin
Taramhntiericmda

. Q. Chibangure

Tuhtierarst b
Pharsakologis 1u. Toxikalogds

Staxanpen, 1:‘&0?."2‘:&‘-.‘. o, 135
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MATRRIAL DD METHOD
1. Anigpls
1.1 Spanies: Guinea-pigs
1.2 Strain: Pirbright

1.3 Bubstrain:
1.5 Sauroe:

1.§ Golour:
1.5 Bakground of atrain:

1.7 TDate of resetipts

1.9 doclimmtiration tims:
1.9 Exndoaizabions

1.10  inlmel ideatificationt

LT Welgnt rangs at

Hoe:; DHPE (SPP-1AC.) /Boe.

Lippische Vargsuhatierzuoht

Hagemann Umbd & <o, KU
fapeloor Strals 3

4323 Sxterdal
white

Originally bred st Danoas Huetley's,

England.

Brestion of & SPP-atrain safter hysterea~
towie at the LAC {Laboratory inimal Center,
48). Hoaohat, Frankfurs, ocoutinued bresding
animals that were descendmd from LAC after
bhystareatonis,

1976 the breader recelived mnisals from Scechat,
with which be oomtizued bresdisg wndsr SPF-
oonditions.

o4, 10,84
1 duys at lemet
by the Yy of lottary draving

sarmark wid/or colenar identifiomtion

OCage onpd with the following intormation:
damags, tox, (ear-mark}, test, day of the be-
ginning of ths sudy.

#3308
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2.1

2.2

2.3

2.8

2.5

2.6

2.7

Epstandey
Cagtog:

Cagatypo:

Lightings

Lighting periods:
Temperature :
Belative humldity:
Begistrations

Tining:

-7- . 2-5-598.3% IBR

two aninails in ooe xge

Haorolos Plastic ospes IIX
M cm bigh, 25 on width, A2 ez length

Floorescent Might, 8000° X, 120 Lux

12 houre daily, from T.00 a.m. to 7.00 p.u.
wWez2c

56 -85 %

by theraobygromater

in the worning aad in the affernoon
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3.

3.4

3.2
3.3
3.4

Minsrals md Trsoe elomentss

2,000 I.5. Vitamia D
2.000 ng  Titamin C
ey Vitapin g

“RUpgEIREE R

-8 . 25-558-8 1BR
Zood_md feaging
Froduocer: Smift Spesialifotier Gabl
ATTO Scast/Neatlalen
Kame Beanift-G (Alleindilt £Or Maorsoiomiochen)
Trpe: pellets, 1.0 o large, 0.5 ox diaseter
Conpomitions
orude mitritive substanoe: arude protein 21,0 %
aruds fat 3,5 %
aruds fibew 5,0 8
arude anh 8,2 %
bumidity 12,0 £
N-fres extract sgant Hos
metabolisable saergy: Loal kg 680
kd/ kg 1218
Axion aofd: Lyain 1,e0 %
Mothionin 0,50 %
Vitaxine: 25.000 I.U. Titamin 2

888 nd T08aeE

FEAREEARRRRAR
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5.1

5.2

5.3

5.4
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Production

Sterfilization:

Yater binding capacity
{$ of badaing wsed):

Adeiniatration:?

Qualivyt

Quality ocontrol:

Sanift Spesisllutcer CabB
Nr10 3osst/estfulm

Smnif? - Bedding

frog pure sprace=, rir- and pine-wood,
dried snd disgustad

Wt ¢

276,5

24 bitum

Moarolon drimking bottlea, 304 ml,
Fo. Bagker & Co., %5620 Cestrop-Rmzxel

Aqus footers e for DHumed oonmmption

reguler malysis by s officisl laboeaiory
for water sRalyMis.
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§.  Pest materigl
The test mubstance “E-2X14.01% (BCON DTS 930) uas supplisd by Prootar &
Gamble Eurcpesn Teshnice) Center, Orisbergen {Strombaek-Bever),
Belgium.

6.1 Deb-Fumbar: E(M BTS 936
6.2 Owneral
aharacteristics: R2614,.01% (BXH BES $30) is & bioe, turhid,

stroeg visecus Liquid.

5.3 3tormge: room tenperaturs



7.

To¥

T2

7.3

a)

L)

-t a 25.508-35 1BA

Experinental degign

Preparation of the snimals

Following w acolizacisation poariod of Y days =t least to susustom
the guinse~pign to the eavircumantal ooczéttioas exiating in our
lobharatorians, the teat wan injtiated,

The misals were ailosatsd in tuo grovps (1 testgroup and 1 Gofie
trolgroup), tw fastgroup oontaing 20 anisels and the eontrelgroup
10 sanimuls. Bqual mumbérs of male Aad femals puines~pigs were umed.
They uwsre marked by colour f{dentifieatiocn.

Frior to treatssnt the left shoulder of saob enimal was clipped
with a ssnll antael olipper.

Erslimivary wstudy

In the oonrse of s preliminary tast, the highest moa-irritating oon-
oantration was detaruinsd.

Thorsfire tha emtire deck and both sides of @ anisals were clipped

me day prior %o applioxticn.

Tw following day the animals were axposed Fav cae Gehour psriod to
varicus oonosntraticns of the test swbstangs. The sasple wan applisd

in b difPerent omesntrations: 102 %, 75 £, 50 % and 25 § in aqus deat.-
The resscnoas were greaded at 2% poure sod at ¥ hours sccording to

the preasdure desoribed beiow (rafer to 7.6).

Pre nh L aoh

Pre atud

The semile vas applied 100 $ (» undiluted}, 75 %, S50 % and 25 %
in agua dest..

Mads study
isforring to the preitmivary stofy, the tant sapple “R-2W14.01%
{ZCH P79 930) wan applind 50 $.
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Traataent

The dyy bofora sxpoaure the left alonlder of each muimal was oligped
with a suxll animel clipper.

0.3 ml of the freshly peepared teat avbatance wes applisd to the
"Bill Top Chandera™. These wars plased <0 the alippsd susfane of
tsech amimsl md ssoored utth several wappings of plastio sabterial.
The animals were imsodilizst in restrainers fob & hours. After
that time the patohos were taken off and the tast aubstarnde uma
rexoves vith m gmitle rinse of ware uster (about 37° C) bafore
returning the missls to their coges.

The procedure was repeated at the mme site ouos a week o the
pext Gwo weaks for a totsl of thres 6-bwur erposures. dfter the
Jast industion wxposure the anikals ware lsft untrested for 2
vesits bafors primary ohallengo.

Primary challuogse

Tho snimals previoumly exposed during the indution pariod ax well
43 the previcusly urtreatsd anisals were treated followicg the mmm
patobing procedure with the *Ail1) Top Chambars®™ as for the industion,
but ths patobes were applied to o fre=hlr gilppsd skin site (right
slwulder), that has not besn treated balfora.

Sheorvaticns

23 bouwrs after the primnry chalienge all animals wvers depilated with
Pilon Crean (used for cowmetical depilation, produced by Olivin, Haae
targ). The depilatory was wsad ssonrding to the instructisas of the
produoer. The tsst nides were geaded 6, 20 sod A8 houre after the de-
pilacion.
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Sooves

o repotion g

Siightly petohy arythos: E S

Slight, tat confluent o moderate

patohy arythoum

Noderate erylbema 2

Suyere erythems with or with g

odem 3

Gradea of 1 or greatear in the test gproup indimske sensitisstion, prowided
grises of lass than 1 are sesp oo the oontrol waimals. IF grades of 1 or
groater are moled &n control mnimals, then the rescticus of the tast sni-
mals et oxoesd the wmout severe ocoplrol resction are presumed to be due
Yo seuaitization.
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V. RESULIS

Coder the desoribed oontitiops the fullowing wss recorded:

Prelim st

Tas sanple indussd at the donsges (of 0,5 ml/animul) of ths 100 ¥
conoentratina and the 75 3 dilution slight to moderate erythasa.

i stixdly

On n)) anieais no signe of arythesn and edawa were uvbssrved durieg
the stirs tosting-pericd.

Aosording to the msthod modiffied by Rits, B, L. end Bushler, B, V.,
the test sobatance SB.2R14.01% (S0M BTS 930) is considared to cause
na dalayed oontast hypersesaltivity.

munmnmum-—-m—--lnﬂul
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Tabia 1

Individoal values

2-5-598.34 1B R

Prelininury study

Aninal-No. Sbx  copoantration 2 h a8 n
$ 4 Wo $ (= wdiluted) z 2
2 4 100 $ {= wmdiluisd) ) 2
3 é T % in aqua deat. ] 1
5 ? 75 $ in agqua dest. 1 1
5 3 S0 ¥ in squa deat. o 0
6 4 50 ¥ In squa Sest. ) 0
T & 25 § in agua duss. ] +
8 ) 25 % in agoa dest. 0 ]
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Stady direators

Projeat leader:

hoalatants

Guality assurano. s

Timg of stwiy:

Archives and dooummntst
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Prooter & Gandle
Buropean Techniml Oeater
Temelaan 100

1320 Gristergen (Etrombisk-Sewer)
X8R Forpcbungs OubE

Stdkanpen Er. 31

3030 Sxdsrode 1

Dee. Dr. ¥, Sterper

Pashtierarzt fiv
Pearaskalogis u. Toxikologte

Expert sgrée
pharmscologus, texicalogun

Pachtiararst 200
klin. lLaboratorfussdisguostik

Faohtiararst O
Yarsushstisriomds

ut “u rblo 0- mm

Pashtiorarst fUr
aarsskologie u, Toxikologis

Trau W. !ht, PFrl. H. Enduchks,
Berr H, Quaren

P. Volkmenn
17.10. -~ 22.11.8%

81 rew data mud & oopy of the fimal

raport Mill bo stored in the nrahives

of 16K,
The test subwtinge was weturned to
the spmpor.




The conditions for the perforwmants of ull etuiles, ¢.3, shimal care,
reoms, teotniaal equipment sd peraconal are regularly controlled by
the Quality rasurence Enmit.

This veport providez u oorrect and faithful recard of e resulia
obtained.

¢
Vil

Po "Gm Y TR IR 2 EE T RN R NSRS L 22

Sifxampen, .v 9. 2584 ...




